appropriate experimental design, and specifically many do not report simple measures such as randomization or blinding. Second, sample sizes are generally small, and this raises at least the suspicion that in some hands sample size expands until statistical significance is achieved. Third, publication bias is an issue here as elsewhere , and we need to find effective ways to counter this. Together, these factors argue for a more robust approach to animal modeling with larger, better designed experiments; this is almost certain to require multicenter animal studies (Bath et al, 2009 ).
This work also illustrates some methodological issues. The statistical tools for meta-analysis were developed to summarize data from large clinical studies where a single summary estimate is meaningful. In contrast, animal studies describe efficacy across a range of circumstances and are usually orders of magnitude smaller. The statistical approaches to meta-analysis perform differently at small sample sizes, and the exploration of sources of heterogeneity in animal studies (testing the significance of observed differences between different groups of experiments) provides a further challenge; with the relative merits of partitioning of heterogeneity and meta-regression being, as yet, unclear. We are only now beginning to understand these methodological challenges, but their solutions will support the application of this important tool, and will help provide evidence to support successful translation.
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